INTRODUCTION
Prostate carcinoma is one of the most commonly diagnosed malignancies in men, In US it is the second cause of death. Lately, we have a dramatic increase of tumor incidence. It could be related to introduction of new, more sensitive detection methods, but as well as increase of incidence. Aside from huge incidence, this disease is characterized by different biological activity, and often unpredictable development, which presents a dilemma for clinicians regarding which therapeutic modality, should be used. The fact is that more than half of patients have a locally advanced disease or metastasis at the time of detection of the disease.
With the improvement of operational technique, as an imperative to a surgeon there are three goals: complete eradication of tumor, preserving of continence, and preservation of sexual function and potency. Anatomical neural preserving radical prostatectomy is an efficient therapeutic method in patients with localized prostate carcinoma by which quality of life of patients is significantly improved. It is important to highlight that neural-preserving prostatectomy has a risk of tumor control and could have positive margins as a consequence. The most often extracapsular spread of tumor is posterior and posterior-lateral side of prostate, which is also the most common localization of the tumor itself. Extra-capsular spread of the tumor is defined as a contact with periprostatic fat tissue. Positive sign of extra-capsular spread indicates biological activity of the tumor, as well as potential risk of positive margins. For a prediction of extra-capsular spread and lymph nodes metastasis, there are number of nomograms that are designed based on large number of patients who were diagnosed and treated with radical operational procedure. Partin The study of Graefen and authors cites as the most important predictors in a univariate analysis number of positive biopsy samples and length of tumor in these samples. D'Amico has followed recurrence of disease in the 10 year period based on the PSA level, GS and clinical stage of the disease. Based on the stratification of the patients with small risk (T1c stage and T2a, PSA less than 10ng/ml, GS 6 or less), medium risk (T2b stage or PSA from 10 to 20 ng/ml and GS 7), high risk (T2c stage or PSA higher than 20 or GS 8 or more).
According to Partin's tables extracapsular spread for stage T1c for levels of PSA from 2 to 10ng/ml or GS 6 are 0-1%, in GS 7 (3+4 and 4+3) are form 1-4%. Clinical stage T2a for PSA values 2-10ng/ml and GS 6 and GS 7 (3+4 and 4+3) has a 2.5% extra-capsular spread prediction rate or 5% and 6%. T2b clinical stage for PSA values 2-10 ng/ml and GS 6 and GS 7 (3+4 and 4+3) has a prediction, according to Partin's tables, of extra-capsular spread of 4.4% for GS 5-6, for GS 7 3+4 5.2% and for 4+3 6%. T2c clinical stage for PSA values 2-10 ng/ml and GS 6 prediction of extra-capsular extension is 4.6% and GS 7 3+4 and 4+3 prediction of extra-capsular extension is 5.2% and 5.8%.
MATERIALS AND METHODS
During the period 2006-2008 (30 months), on the Urology Clinic of Sarajevo University clinical center, 80 patients with PSA values 2-10ng/ml were submitted for radical retropubic prostatectomy with bilateral lymphadenectomy. Patients who were diagnosed with prostate cancer after a transurethral prostate resection as well as those patients who received hormonal therapy or irradiation therapy were not included in the study. Number of biopsy samples is determined according to Vienna normogram with arithmetical mean of 11 (randomizing from 8-16 samples). Biopsy samples are taken under TRUS control from the peripheral prostate zone and singly numbered in biopsy containers. Localization of positive samples, length of the tumor in the sample, percentage of positive biopsies and number of positive biopsies, GS in each positive sample, and the presence of perineural invasion were analyzed. ECE is defined as invasion of prostate capsule and periprostatic tissue.
Sample of prostate and lymph nodes obtained after the operational procedure is histological processed and a definitive stage (T stage) of the disease is determined according to the American committee classification. In the statistical data processing the SSP program has been used. The most adequate scientific method for prediction, determining the influence, relation between certain installed parameters in predictive purposes, is regression multivariate analysis, which realizes predictions based on the coefficients of multiple correlations.
In Table 1 are given basic clinical and pathological characteristics of the group.
RESULTS
Out of 80 patients who were preoperatively estimated as organ limited tumor, in 7 (9%) patients on a definitive prostate sample, after a complete histological treatment an extra-capsular tumor extension is discovered. In 2 patients we diagnosed ECE in both lobes. Table 2 shows clinical and pathological characteristics of patients with extra-capsular spread.
In Table 2 are shown clinical-pathological characteristics of the patients with verified extra-capsular spread, it is significant that in all seven patients in their biopsy samples, a perineural invasion is verified, serum PSA is within a range from 4.1 to 9.15 ng/ml, ratio FPSA/TPSA is within the range 0.007 to 0.17. All patients had GS 7, in three patients we had GS 7 3+4 and in four patients GS 7 4+3. Digitorectal examination was positive in six patients, and they all had positive samples basally. Number of positive biopsies is within the range from 3-5, percentage of positive biopsies is within the range of 20-50%. Tumor length in biopsy sample was half of the sample length in five patients, and an in two patients one third of the sample length. By using TRUS in two patients we have verified hypoechoic and isoechoic mass and in three patients a hyperechoic mass was verified. 
DISCUSSION
Radical retropubic prostatectomy with the preservation of neuro-vascular bundle (NVB) is the method of choice in patients with localized tumor. A complete eradication of the tumor imposes itself as an imperative to every surgeon, but a special effort should be given to preservation of continence and potency, which would significantly increase quality of life of the patients. Preservation of neuro-vascular bundle has a risk of tumor control, meaning that on permanent histological sample a positive surgical margin could be determined, especially in the posterior-lateral area, where is the most often localization of the NVB. Multiple multivariate statistical modules are estimating the definitive pathological stage of the disease and have a huge influence on urologist when deciding upon which therapeutic modality should be used for each patient individually. Most widely used is Partin´s nomogram that is consisted of four tables with known results based on correlation of PSA, Gleason score and clinical stage. Based on PSA value, four groups are formed, PSA 0-2.5 ng/ ml, 2.6-4.0 ng/ml, 4.1-6.0 ng/ml and 6.1-10 ng/ml. Based on Gleason score value (GS) patients are separated in In this research in seven patients is histological determined extra-capsular spread of the tumor. All patients had verified perineural invasion in biopsy sample. In an overall sample of 80 patients, biopsy perineural invasion is verified in 13 patients, and in 7 (54%) extra-capsular spread was determined. Extra-capsular spread of prostate cancer in this research was determined only in patients with GS 7 and three of them were GS 7(3+4) and in four of them with GS 7 (4+3). Number of positive samples in patients with extra-capsular spread is 3-5 positive samples. Values of serum PSA are within the range of 4.1-9.15 ng/ml, values of FPSA/TPSA ratio were within the range 0.007-0.17. Most often localization of positive samples is basal and is verified in all 7 patients with extra-capsular spread. Percentage of positive biopsies is within the range from 20 to 50%. In all biopsy samples tumor involvement was more than a half of sample or more. In four patients clinical stage was T2b, and another T2a and T2c patients. By using TRUS in three patients were verified hyperechoic changes, in one patient hypo echoic and in another patient isoechoic change.
In the sample of 80 examinees, age 50-70, of predictors variables (Table 3) and one criteria variable, extra-capsular spread which determines local advancing of the prostate cancer, we wanted to determine the influence of the system of predictor variables on criteria variables. Upon inspection of Table 3 it is noticeable that between the system of predictor variables and criteria variable there are statistically significant relations and influences on the level of statistic significance p<0.05. Coefficient of multiple correlation is R=0.79, which explains common variability. Other variability could be added to other characteristics. Upon inspection of Person's coefficients of partial correlation and the sum of multiple correlation (R), and compared to their differences we can conclude that there is a statistically significant correlation on the level of statistical significance of p<0.05 as a sum of predictors variables who have influence on extra-capsular spread. By the value of F test, F=3.97 we can conclude that in the whole subject measurement with reliability of p<0.05 some positive correlations of standardized values occurred and the system of variables marked in Table 3 participates in prediction of extra-capsular spread. Table 3 shows common variability of which is defined separated Beta coefficients (B) and t-value by which the significance of correlation is tested. Based on these parameters, significance of following variables is observed:
Perineural invasion variable, with the beta coefficient -0.2144, t-test -2,887 and correlation significance 0.006; Gleason score variable, with beta coefficient 0.257, t-test 2.156, correlation 0.035; Number of positive samples variable, with beta coefficient 0.078, ttest 1.219, correlation 0.022. Other variables don't have significantly important correlation which implicates the fact that, as such they don't contribute to the prediction of extra-capsular spread. It is interesting to conclude that there are parameters that were not under attention, such as number of positive biopsies, tumor length in positive samples and localization of tumor, which have significant correlations which highlights the regression analysis. These variables are on the border of statistical significance and they should be taken in consideration regarding extra-capsular spread prediction.
CONCLUSION
As important predictors of extracapsular spread (ECE) are confirmed biopsy Gleason score, number of positive biopsies and perineural invasion, while serum PSA, FPSA/TPSA ratio, PSAD, age and prostate volume are not confirmed as significant extra-capsular predictors. Percentage of positive biopsies, tumor length and the localization of positive biopsies are on the borderline of statistical significance and should be taken in consideration regarding extra-capsular spread prediction.
